Low doses of angiotensin converting enzyme inhibitors and angiotensin type 1 blockers have a synergistic effect but high doses are less than additive.
Angiotensin converting enzyme (ACE) inhibitors and angiotensin type I (AT(1)) receptor blocking drugs block the effects of angiotensin II by different mechanisms. This study examined the effect of combination of different doses of the two drugs on blood pressure (BP). Blood pressure was measured by telemetry in spontaneous hypertensive rats (SHRs) and the acute response to losartan (L), captopril (C), or their combination in equal amounts was measured for doses of 0, 1.25, 2.5, 5, 10, 20, and 40 mg/kg. The effect of the combination of low doses of the two drugs was more than additive (synergistic) with 80% of the full response achieved with L-2.5 + C-2.5. In higher doses the response was less than additive, but a greater decrease (P <.01) in systolic BP (44.6 +/- 2.5 mm Hg) was achieved with the combination than with captopril (37.1 +/- 2.7 mm Hg), which was greater (P <.05) than with losartan (32.9 +/- 2.4 mm Hg). The interaction between ACE inhibitors and AT(1) blockers depends on the dose used, but the combination has greater BP-lowering effects than either drug as monotherapy.